Recent developments in Surface Enhanced Raman scattering (SERS) towards single-molecule sensitivity and nanometer spatial resolution are reviewed. Particular focus is placed on detailed mechanism and fabrication methods of metal nanostructures to achieve single-molecule sensitivity. Also a gap mode plasmon relevant to transition metal with relatively large damping, and bio-medical application of SERS are reported.
3) The histogram (top) of relative contributions to the total signal from one of the dyes (NB) shows that largest frequency of events happens for pure single molecule NB or R6G events, with a smaller number being mixed events (NB＋R6G). In vivo transcutaneous SESORS glucose calibration and validation data sets on rat for a 5-day period. 22) Measurements from day 1 and 2 (blue ◆) were used for calibration sets. Measurements from day 3 (red •) and 4 (red ○) and 5 (red＋) were used for validation sets. All data were acquired with lex＝ 785 nm, Pex＝ 50 mW, tacq＝ 2 min. 
